주제어: 탄저병, 치사요소, 2,6-Dimercapto-3,5-diphenyl-thiopyran-4-one, in vitro and in vivo 스크리닝 ABSTRACT. A chemical library was screened for inhibition of lethal factor (LF), one of anthrax toxin, by in vitro and in vivo analysis. Lethal factor has proteolytic activity to cleave MEK1 protein. This proteolytic activity was used for in vitro screening of chemicals by using GST-MEK1 as a substrate of lethal factor. The optimum metal ion concentrations for high proteolytic activity of LF were 50 M Ca . 2,6-Dimercapto-3,5-diphenyl-thiopyran-4-one (FBS00831) was a strong inhibitor of LF and showed IC50 = 100 M by in vitro analysis. RAW 264.7 cell line and DMSO concentrations were established to 12.5% and 4% respectively. After treatment with protective antigen, lethal factor was endocytosed into RAW 264.7 cells, which were treated by FBS00831 for in vivo assay. 1.2 mM FBS00831 recovered 67% cell viability as compare to 80% recovery by GM6001 (known metalloprotease inhibitor) at 0.4 mM concentration.
화합물 스크리닝을 통한 치사요소의 활성을 억제하는 화합물을 선별하였다. In vitro에서 재조합 LF의 단백질 가수분해 활성을 확인 하였고 스크리닝에 이용될 금속 이온들의 농도를 결정 하였다(50 M Ca
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Keywords: Anthrax, Lethal Factor, 2,6-Dimercapto-3,5-diphenyl-thiopyran-4-one, in vitro and in vivo Screening (Fig. 2, 3) . , 5 mM of MgCl2). The reaction was terminated by adding 5 µl of 5x SDS/loading buffer, followed by boiling for 5 min. Twenty l of sample was resolved on 12% SDS/PAGE. Lane 1, size marker; 2, LF reaction with GST-MEK1 for 0 min; Reaction in the absence of metal ion: 3, with GM 6001 and 4, without GM 6001; Reaction in the presence of MgCl2: 5, with GM 6001 and 6, without GM 6001; 7 and 8, CaCl2 with or without GM 6001; 9 and 10, ZnCl2 with or without GM 6001. (Fig. 3) . (Fig. 7B) . (Fig. 8A, B) . 
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